09/xxxxxx 



Page 1 



Trying 3106016892 ... Open 

Welcome to STN International! Enter x:x 
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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
CAS patent coverage expanded 

TABULATE Now Available in More STN Databases 
MEDLINE from 1958 to Date - Only on STN 
DGENE GETSIM ALERT: Similarity Current-Awareness 
Searching of Biosequences 

Textile Technology Digest (TEXTILETECH) now available 
on STN 

KKF renamed DKILIT 

The Philippines Inventory of Chemicals and Chemical 
Substances (PICCS) has been added to CHEMLIST 
New Extraction Code PAX now available in Derwent 
Files 

SET ABBREVIATIONS and SET PLURALS extended in 
Derwent World Patents Index files 
Patent Assignee Code Dictionary now available 
in Derwent Patent Files 

Plasdoc Key Serials Dictionary and Echoing added to 
Derwent Subscriber Files WPIDS and WPIX 

FREE UPGRADE 5 . 0D FOR STN EXPRESS 5.0 WITH DISCOVER! 
(WINDOWS) NOW AVAILABLE 

STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 
FILE •HOME 1 ENTERED AT 12:41:35 ON 03 NOV 2000 



=> file hcaold 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 



TOTAL 
SESSION 
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FULL ESTIMATED COST 



0.15 



0.15 





FILE 1 HCAOLD 1 ENTEREE^H. 1 12:41:54 ON 03 NOV 2000 '^B 
USE IS SUBJECT TO THE^TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP US AGE TERMS" FOR DETAILS. 
COPYRIGHT (C) 2000 AMERICAN CHEMICAL SOCIETY (ACS) 

PRE-1967 CHEMICAL ABSTRACTS FILE WITH HOUR-BASED PRICING 
FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 



=> e reed-gitomer, b/au 



El 


10 


REED WINSTON H/AU 


E2 


1 


REED X 


B JR/AU 


E3 


0 


— > REED-GITOMER, B/AU 


E4 
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REEDAL 


J S/AU 


E5 


1 


REEDER 


A H/AU 


E6 


1 


REEDER 


A M/AU 


E7 


1 


REEDER 


A S/AU 


E8 


1 


REEDER 


C/AU 


E9 
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REEDER 


C E/AU 


E10 


2 


REEDER 


D B/AU 


Ell 


2 


REEDER 


D D/AU 


E12 


19 


REEDER 


E/AU 


=> e pak, 


c/au 






El 
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V/AU 


E2 
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PAK Z P/AU 


E3 
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— > PAK, C/AU 


E4 
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PAKA J/AU 


E5 
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; D/AU 


E6 
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PAKALNET YA F/AU 


E7 
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G/AU 


E8 
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P/AU 


E9 
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PAKANAEV YA I/AU 


E10 


7 


PAKARSKYTE K/AU 


Ell 
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PAKAULLA I/AU 


E12 
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PAKCHANIN L M/AU 



=> file registry 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FULL ESTIMATED COST 



ENTRY 
12.60 



SESSION 
12.75 



FILE 1 REGISTRY 1 ENTERED AT 12:45:48 ON 03 NOV 2 000 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2000 American Chemical Society (ACS) 
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STRUCTURE FILE UPDATES: 2 NOV 2000 HIGHEST RN 301150-33-4 

DICTIONARY FILE UPDATES : 2 NOV 2000 HIGHEST RN 3011^1-33-4 



T^£: 

OTP 



TSCA INFORMATION NOW CURRENT THROUGH July 8, 2000 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Structure search limits have been increased. See HELP SLIMIT 
for details. 

=> e hypercalciuria 

El 186 HYPERCALCEMIC/BI 

E2 2 HYPERCALCI/BI 

E3 2 — > HYPERCALCIURIA/BI 

E4 3 HYPERCALIN/BI 

E5 2 HYPERCARB/BI 

E6 2 HYPERCHLOR/BI 

E7 2 HYPERCHLORITO/BI 

E8 1 HYPERCO/BI 

E9 1 HYPERCONFLUENTIC/BI 

E10 7 HYPERCRATINE/BI 

Ell 1 HYPERCYL/BI 

E12 8 HYPERD/BI 

=> s e3 

LI 2 HYPERCALCIURIA/BI 

=> file hcaold 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 4.20 16.95 

FILE 1 HCAOLD 1 ENTERED AT 12:46:53 ON 03 NOV 2 000 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2000 AMERICAN CHEMICAL SOCIETY (ACS) 

PRE-1967 CHEMICAL ABSTRACTS FILE WITH HOUR-BASED PRICING 
FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

This file supports REGlstRY for direct browsing and searching of 
ail substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

=> s hypercalciuria 

L2 19 HYPERCALCIURIA 

=> s 11 and 12 



0 LI 



L3 



0 LI AND L2 



=> s 12 and screenim 




1225 SCREENING 
L4 0 L2 AND SCREENING 

=> s 12 and (detection method or screening or testing or risk assessment or 
risk?) 

12847 DETECTION 
22157 METHOD 

15 DETECTION METHOD 

(DETECTION (W) METHOD) 
1225 SCREENING 
10106 TESTING 
69 RISK 
505 ASSESSMENT 

0 RISK ASSESSMENT 

(RISK (W) ASSESSMENT) 
140 RISK? 

L5 0 L2 AND (DETECTION METHOD OR SCREENING OR TESTING OR RISK 

ASSESSM 

ENT OR RISK?) 

=> s 12 and (risk or increased risk or risk assessment?) 

69 RISK 
2254 INCREASED 
69 RISK 
0 INCREASED RISK 

( INCREASED (W) RISK) 
69 RISK 
515 ASSESSMENT? 

0 RISK ASSESSMENT? 

(RISK (W) ASSESSMENT?) 



L6 0 L2 AND (RISK OR INCREASED RISK OR RISK ASSESSMENT?) 

=> d 12 ti abs ibib tot 

'ABS 1 IS NOT A VALID FORMAT FOR FILE 1 HCAOLD 1 
The following are valid formats: 

ALL AN, TI, AU, PA, DT, IT, PI (default) 

BIB AN, TI, AU, PA, DT, PI 

CAN List of CA abstract numbers, no L-number headers 

CBIB AN, TI, AU, PA, PI 

DALL ALL, delimited (end of each field identified) 

IND Indexing data 

MAX Same as ALL 

SAM TI, IT 

SCAN TI, IT (random display, no answer numbers; 

SCAN must be entered on the same line as the DISPLAY, 

e.g., D SCAN or DISPLAY SCAN) 
STD BIB 

IALL ALL, indented with text labels 

IBIB BIB, indented with text labels 

ISTD STD, indented with text labels 

HIT Fields containing hit terms 

HITIND — IT 



Page 4 



HITRN HIT RN 

HITSTR — HIT RN, its^jA index name and its structure ^^gram 

FHITSTR - First HIT Aits CA index name and its striflUe diagram 

OCC Number of occurrence of hit term and fie Id in which it occurs 

Index Terms (IT) are CAS Registry Numbers; Accession 
Numbers (AN) CA References. 

Index Terms in CAOLD include only Registry Numbers; no 
subject terms are available. The same formats (except 
SAMPLE) may be used with the DISPLAY ACC command to display 
the record for a specified CAOLD Accession Number. 

PAGE Page Image of original Chemical Abstracts issue containing the 

abstract of the answer. 
PAGE . PREV and PAGE . NEXT will return the image of the page before or after 

the current answer. 
ENTER DISPLAY FORMAT (ALL): end 



=> d 12 all 



L2 ANSWER 1 OF 19 H CAOLD COPYRIGHT 2000 ACS 

AN CA64:16506h CAOLD 

TI effects of thiazides in idiopathic hypercalciuria 

AU Yendt, Edmund R . ; Gagne, R. J. A.; Cohanim, M. 



=> d 12 ti abs tot 

'ABS 1 IS NOT A VALID FORMAT FOR FILE 1 H CAOLD ' 
The following are valid formats: 



ALL AN, TI, AU, PA, DT, IT, PI (default) 

BIB AN, TI, AU, PA, DT, PI 

CAN List of CA abstract numbers, no L-number headers 

CBIB AN, TI, AU, PA, PI 

DALL ALL, delimited (end of each field identified) 

IND Indexing data 

MAX Same as ALL 

SAM TI, IT 

SCAN TI, IT (random display, no answer numbers; 

SCAN must be entered on the same line as the DISPLAY, 

e.g., D SCAN or DISPLAY SCAN) 
STD BIB 

I ALL ALL, indented with text labels 

IBIB BIB, indented with text labels 

ISTD STD, indented with text labels 

HIT Fields containing hit terms 

HITIND — IT 

HITRN HIT RN 

HITSTR — HIT RN, its CA index name and its structure diagram 

FHITSTR - First HIT RN, its CA index name and its structure diagram 

OCC Number of occurrence of hit term and fie Id in which it occurs 



Index Terms (IT) are CAS Registry Numbers; Accession 
Numbers (AN) CA References. 

Index Terms in CAOLD include only Registry Numbers; no 
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subject terms are available. The same formats (except 
SAMPLE) may be used 
the record for a spe 



SAMPLER raay^be used w^h the DISPLAY ACC command to di»lay 

o^^ed CAOLD Accession Number. 



PAGE Page Image of original Chemical Abstracts issue containing the 

abstract of the answer. 
PAGE . PREV and PAGE. NEXT will return the image of the page before or after 

the current answer. 
ENTER DISPLAY FORMAT (ALL): end 



=> d 12 ti tot 



L2 ANSWER 1 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI effects of thiazides in idiopathic hypercalciuria 

L2 ANSWER 2 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI metabolic studies in patients with idiopathic hypercalciuria 



L2 ANSWER 3 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI altering the effect of adrenaline with caffeine 

effect of adrenocortical steroids on the hypercalciuria of 
Wilson's disease 



TI 



L2 ANSWER 4 OF 19 H CAOLD COPYRIGHT 2000 ACS 
TI idiopathic hypercalciuria in a child 

L2 ANSWER 5 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI comparison of the liver-protecting ability of some derivs. of betaine, 

choline, and methionine 
TI toxic action of vitamin D in the absence of hypercalcemia in 

parathyroidectomized rats - (II) action of the Ca level in 

hypercalciuria 

TI toxic action of vitamin D in the absence of hypercalcemia, in 
parathyroidectomized rats - (I) anat. lesions 

L2 ANSWER 6 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI relation between citric acid and Ca metabolism-primary 

hyperparathyroidism 

and idiopathic hypercalciuria 

L2 ANSWER 7 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI idiopathic hypercalciuria, pathogenic and therapeutic study 

L2 ANSWER 8 OF 19 H CAOLD COPYRIGHT 2000 ACS 
TI kidney stones resulting from hypercalciuria 

L2 ANSWER 9 OF 19 H CAOLD COPYRIGHT 2 000 ACS 

TI impairment of renal concg. ability in prolonged hypercalcemia and 
hypercalciuria 

L2 ANSWER 10 OF 19 H CAOLD COPYRIGHT 2000 ACS 
TI factors intervening in atherosclerosis 
TI idiopathic hypercalciuria 

L2 ANSWER 11 OF 19 H CAOLD COPYRIGHT 2000 ACS 
TI hypercalciuria in sarcoidosis, idiopathic hypercalciuria 
, and that produced by vitamin D-Ca metabolism 

L2 ANSWER 12 OF 19 H CAOLD COPYRIGHT 2000 ACS 

TI induced hypercalciuria as an indicator of bone metabolism 
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L2 
TI 



ANSWER 13 OF 19 HCAOLD COPYRIGHT 2000 ACS 

amelioration of j^oercalciuria following poliomye^^is by 

17-ethyl-19-nort3^Bosterone 



L2 ANSWER 14 OF 19 HCAOLD COPYRIGHT 2000 ACS 

TI effect of therapeutic mobilization on hypercalciuria following 
acute poliomyelitis 

L2 ANSWER 15 OF 19 HCAOLD COPYRIGHT 2000 ACS 

TI C02 anesthesia and reversible suppression of the effects of urethan 

anesthesia by C02 in dogfish 
TI hypocalcemic hypercalciuria during vitamin D and 

dihydrotachysterol therapy of hypoparathyroidism 

L2 ANSWER 16 OF 19 HCAOLD COPYRIGHT 2000 ACS 

TI hypercalciuria following poliomyelitis-relation to site and 
degree of paralysis 

L2 ANSWER 17 OF 19 HCAOLD COPYRIGHT 2000 ACS 
TI Idiopathic hypercalciuria 

L2 ANSWER 18 OF 19 HCAOLD COPYRIGHT 2000 ACS 

TI Syndromes of alimentary osteomalacia and osteoporosis - (I) static 
syndromes, (II) hypercalciuria, (III) vitamin D modification of 
the calciuria, (IV) limits of diagnostic value of dynamic skeleton 
explosion 

L2 ANSWER 19 OF 19 HCAOLD COPYRIGHT 2 000 ACS 
TI Etiology and treatment of kidney stones 
TI Idiopathic hypercalciuria 



=> file biosis 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'BIOSIS' ENTERED AT 12:51:33 ON 03 NOV 2000 
COPYRIGHT (C) 2000 BIOSIS (R) 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 1 November 2000 (20001101/ED) 

The BIOSIS file has been reloaded. Enter HELP RLOAD and HELP REINDEXING 
for details. 



FULL ESTIMATED COST 



ENTRY 
19. 66 



SESSION 
36. 61 



=> s 11 



L7 



0 LI 



=> d his 



(FILE 'HOME' ENTERED AT 12:41:35 ON 03 NOV 2000) 



FILE 1 HCAOLD 1 ENTERED AT 12:41:54 ON 03 NOV 2000 
E REED-GITOMER, B/AU 
E PAK, C/AU 
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FILE 1 REGISTRY 1 ENTERED AT 12:45:48 ON 03 NOV 2000 
E HYPS&CALCIURIA 
LI 2 S E3 



FILE 1 HCAOLD 1 ENTERED AT 12:46:53 ON 03 NOV 2000 

L2 19 S HYPERCALCIURIA 

L3 0 S LI AND L2 

L4 0 S L2 AND SCREENING 

L5 0 S L2 AND (DETECTION METHOD OR SCREENING OR TESTING OR RISK 
ASSE 

L6 ■ 0 S L2 AND (RISK OR INCREASED RISK OR RISK ASSESSMENT? ) 

FILE 'BIOSIS' ENTERED AT 12:51:33 ON 03 NOV 2000 
L7 0 S LI 

=> s hypercalciuria 

L8 1896 HYPERCALCIURIA 

=> s 18 and (method of screening or risk or risk assessment or detection?) 

1482337 METHOD 
103271 SCREENING 

2608 METHOD OF SCREENING 

(METHOD ( 1W) SCREENING) 
259383 RISK 
259383 RISK 
317478 ASSESSMENT 
10148 RISK ASSESSMENT 

(RISK (W) ASSESSMENT) 
266790 DETECTION? 

L9 177 L8 AND (METHOD OF SCREENING OR RISK OR RISK ASSESSMENT OR 

DETECT 

ION?) 

=> s 19 and (increased risk?) 

961477 INCREASED 
273131 RISK? 
20440 INCREASED RISK? 

( INCREASED (W) RISK? ) 
L10 5 L9 AND (INCREASED RISK?) 

=> d 110 ti abs ibib tot 



L10 ANSWER 1 OF 5 BIOSIS COPYRIGHT 2000 BIOSIS 

TI Course and outcome of pregnancy in a patient with mild, asymptomatic, 

primary hyperparathyroidism diagnosed before conception. 
AB Primary hyperparathyroidism (PHP) during pregnancy is well known to 
confer 

an increased risk of complications to both the mother 

and the fetus. However, the risks and optimal management of patients with 
mild, asymptomatic disease during pregnancy are much less clear. We 
observed a patient with mild, asymptomatic PHP who was diagnosed before 
conception through pregnancy. The patient remained asymptomatic through 
the first 22 weeks of pregnancy, and her calcium levels remained under 11 
mg/dL. This occurred despite a dramatic elevation in the level of 
1, 25-dihydroxyvitamin D and marked hypercalciuria. Parathyroid 
surgery was performed at 22 weeks of gestation and a parathyroid adenoma 
was removed. Postoperatively, the patient's calcium level normalized and 
the rest of the pregnancy was uncomplicated. The patient delivered a 
healthy baby at 40 weeks of gestation. The neonatal course was 
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unremarkable. We conclude that mild, asymptomatic PHP during early 
pregnancy is comr^±ible with normal fetal developj^it and an 
uncomplicated 

pregnancy and thlrc the serum calcium level in such patients can remain 
stable with medical management alone, despite the marked changes in 
maternal calcium metabolism that characterize normal pregnancy. 

ACCESSION NUMBER: 2000:432351 BIOSIS 

DOCUMENT NUMBER: PREV200000432351 

TITLE: Course and outcome of pregnancy in a patient with mild, 

asymptomatic, primary hyperparathyroidism diagnosed before 
conception. 

AUTHOR(S): Tollin, Steven R. (1) 

CORPORATE SOURCE: (1) 4000 Presidential Blvd., Lincoln Green Apartments, 
Apt. 

1510, Philadelphia, PA, 19131 USA 
SOURCE: American Journal of the Medical Sciences, (August, 2000) 

Vol. 320, No. 2, pp. 144-147. print. 

ISSN: 0002-9629. 
DOCUMENT TYPE: Article 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

L10 ANSWER 2 OF 5 BIOSIS COPYRIGHT 2000 BIOSIS 

TI Effect of calcitriol on bone loss after cardiac or lung transplantation. 
AB Rapid bone loss after cardiac and lung transplantation results in an 
increased risk of osteoporotic fracture. This study 

examined the efficacy of treatment with calcitriol ( 1, 25-dihydroxyvitamin 
D3) in preventing bone loss in patients undergoing cardiac or lung 
transplantation. In this 2-year double-blind, stratified study, 65 
patients undergoing cardiac or single lung transplantation were randomly 
allocated to receive either placebo or calcitriol (0.5-0.75 mg/day) , the 
latter for either 12 months or 24 months. All patients received 600 mg 
calcium/ day. Bone mineral density (BMD) was measured every 6 months for 2 
years by dual-energy X-ray absorptiometry. There was no significant 
difference between groups with respect to age or cumulative dose of 
prednis (ol ) one or cyclosporine over the 2 years. Bone loss at the 
proximal 

femur was significantly reduced or prevented at all three sites by 
treatment with calcitriol for 2 years compared with treatment with 
calcium 

alone. Treatment with calcitriol for 12 months followed by calcium for 12 
months resulted in similar proximal femoral bone loss to that seen in 
those patients treated with calcium for 24 months, suggesting calcitriol 
prophylaxis needs to be continued beyond 12 months. At the lumbar spine, 
there were no significant differences in BMD between groups. Over a 
period 

of 2 years, 22 new vertebral fractures/deformities occurred in 4 patients 
treated with calcium alone compared with one new vertebral fracture in 1 
patient treated with calcitriol. Because the sample size was too low to 
provide reliable interpretation of vertebral fracture rates, this 
difference is likely a chance result. Mild hypercalcemia was common with 
calcitriol therapy, as was mild hypercalciuria (59% of patients 
vs. 10% controls), but there were no significant differences between 
groups in serum creatinine after 2 years. These data suggest calcitriol 
has a role in reducing proximal femur bone loss after cardiac or lung 
transplantation but treatment needs to be continued beyond 1 year. 

ACCESSION NUMBER: 2000:424927 BIOSIS 

DOCUMENT NUMBER: PREV200000424927 

TITLE: Effect of calcitriol on bone loss after cardiac or lung 

transplantation . 

AUTHOR(S): Sambrook, Philip (1); Henderson, N. Kathy; Keogh, Anne; 

Macdonald, Peter; Glanville, Allan; Spratt, Phillip; 
Bergin, Peter; Ebeling, Peter; Eisman, John 
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CORPORATE SOURCE: (1) Institute of Bone and Joint Research, University of 

Sy^Laey, Sydney, 2065 Australia 
SOURCE: J4^V"=il of Bone and Mineral ResearM (September, 2000) 

Vo^ 15, No. 9, pp. 1818-1824. printT 

ISSN: 0884-0431. 
DOCUMENT TYPE: Article 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

L10 ANSWER 3 OF 5 BIOSIS COPYRIGHT 2000 BIOSIS 

TI Unravelling the links between calcium excretion, salt intake, 
hypertension, kidney stones and bone metabolism. 

AB Evidence from animal, clinical and epidemiological studies suggests that 
high blood pressure is associated with abnormalities of calcium 
metabolism, leading to increased calcium loss, secondary activation of 

the 

parathyroid gland, increased movement of calcium from bone and 
increased risk of urinary tract stones. Some of these 

abnormalities are detectable in children and young people and continue 
throughout adult life. The cluster of abnormalities may be due either to 

a 

primary renal tubular defect ('renal calcium leak 1 hypothesis) or to the 
effect of central volume expansion seen in hypertension ('central blood 
volume 1 hypothesis). A high salt intake is known to aggravate these 
abnormalities and their consequences. If substantial calcium loss related 
to high blood pressure is sustained over many decades, increased 
excretion 

of calcium in the urine may result in an increased risk 

of urinary tract stones, and the increased movement of calcium from bone 
may result in higher rates of bone mineral loss, thereby increasing the 
risk of osteoporosis. The present review summarises the evidence, 
suggests a unifying hypothesis and discusses clinical and public health 
implications . 

ACCESSION NUMBER: 2000:350827 BIOSIS 

DOCUMENT NUMBER: PREV200000350827 

TITLE: Unravelling the links between calcium excretion, salt 

intake, hypertension, kidney stones and bone metabolism. 
AUTHOR(S): Cappuccio, Francesco P. (1); Kalaitzidis, Rigas; 

Duneclift, 

Stuart; Eastwood, John B. 
CORPORATE SOURCE: (1) Department of Medicine, St George's Hospital Medical 

School, Cranmer Terrace, London, SW17 ORE UK 
SOURCE: JN Journal of Nephrology, (May June, 2000) Vol. 13, No. 3, 

pp. 169-177. print. 

ISSN: 1121-8428. 
DOCUMENT TYPE: General Review 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

L10 ANSWER 4 OF 5 BIOSIS COPYRIGHT 2000 BIOSIS 

TI EFFECTS OF DIFFERENT DOSES OF ALKALINE CITRATE ON URINE COMPOSITION AND 
CRYSTALLIZATION OF CALCIUM OXALATE. 

AB Prophylactic treatment with alkaline citrate in patients with recurrent 
calcium oxalate (CaOx) stone disease results in reduced CaOx 
supersaturation and increased urinary citrate. The effects of a single 
evening dose were compared with those of two and three daily doses in six 
recurrent CaOx stone formers with hypercalciuria, hypocitraturia 
or raised calcium/citrate quotients. While on a standardized hospital 



diet 



the patients were given 7.5 g (28 mmol) of sodium potassium citrate 
(URALYT-U) in one, two, and three doses. Fractional urine collections 
during 24 hours were analyzed for pH, composition, and crystallization 
risk (CR) . All dosage regimens had favourable effects on urinary 
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an 



calcium, citrate, calcium/citrate quotients, and CaOx-CR. The most 
sustained effect cbses resulted in the most pronou^ed effects between 
22.00-06.00 h, t^Beby counteracting the increase^Bisk 

of CaOx crystallSltion during that period. In terms of 24 h urine 
composition the best effect was recorded with alkaline citrate 
administered three times daily, but because of the favourable response by 
a single evening dose between 22.00-06.00 h the assumption was made that 
this dosage regimen might be sufficient to reduce the risk of 
CaOx crystallization and stone formation. However, the validity of such 



assumption can only be established by long-term clinical studies. 
ACCESSION NUMBER : 1990:201877 BIOSIS 
DOCUMENT NUMBER: BA89: 108548 

TITLE: EFFECTS OF DIFFERENT DOSES OF ALKALINE CITRATE ON URINE 

COMPOSITION AND CRYSTALLIZATION OF CALCIUM OXALATE. 
AUTHOR(S): BERG C; LARSSON L; TISELIUS H-G 

CORPORATE SOURCE: DEP. UROL., UNIV. HOSP., S-58185 LINKOPING, SWEDEN. 
SOURCE: UROL RES, (1990) 18 (1), 13-16. 

CODEN: URLRA5. ISSN: 0300-5623. 
FILE SEGMENT: BA; OLD 

LANGUAGE: English 

L10 ANSWER 5 OF 5 BIOSIS COPYRIGHT 2000 BIOSIS 

TI CALCIUM OXALATE KIDNEY STONES IN PATIENTS ON CONTINUOUS AMBULATORY 

PERITONEAL DIALYSIS. 
AB Kidney stones were passed by 10 out of 186 patients with endstage renal 
disease who were treated with continuous ambulatory peritoneal dialysis 
(CAPD) . Stones from 7 patients were examined by x-ray diffraction. In 5 



of 



In 



but 



them, the stones were composed of calcium oxalate monohydrate. The urine 
calcium oxalate activity product was determined in 44 CAPD patients, 8 of 
whom were stone formers, and compared to that of 120 normal volunteers. 

CAPD patients, mean urine Ca+ concentration was lower than in normal 
subjects whereas mean urine ionic oxalate concentration was significantly 
higher than in normal subjects. In normal urine samples, the calcium 
oxalate activity product showed a significant correlation with both the 
urine Ca+ and the ionic oxalate concentrations. In CAPD patients, the 
calcium oxalate activity product correlated with the Ca+ concentration 



not with ionic oxalate. Although the urine Ca+ concentrations is lower in 
CAPD patients than in normal subjects, it is the relative increase in its 
concentration which appears to be associated with the increased 
risk of kidney stone formation in these patients. This relative 
hypercalciuria seems to follow 1,25 (OH) 2 vitamin D3 
administration . 

ACCESSION NUMBER: 1984:303618 BIOSIS 

DOCUMENT NUMBER: BA78: 40098 

TITLE: CALCIUM OXALATE KIDNEY STONES IN PATIENTS ON CONTINUOUS 

AMBULATORY PERITONEAL DIALYSIS. 
AUTHOR (S): OREN A; HUSDAN H; CHENG P-T; KHANNA R; PIERRATOS A; 

DIGENIS 

G; OREOPOULOS D G 

CORPORATE SOURCE: DIV. NEPHROL., SUITE 525, TORONTO WESTERN HOSP., 399 

BATHURST ST., TORONTO, ONTARIO M5T 2S8, CANADA. 

SOURCE: KIDNEY INT, (1984) 25 (3), 534-538. 

CODEN: KDYIA5. ISSN: 0085-2538. 

FILE SEGMENT: BA; OLD 

LANGUAGE: English 



=> s 18 and genetic mutation 
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TI Absorptive hypercalciuria locus on human chromosome 
1 

AB Disclosed is a region on human chromosome 1 that 

provides a genetic basis for absorptive hypercalciuria and thus 
to some forms of osteoporosis as well. The region is defined as contg. 
Iq23 and lq24, a 4.3 megabase region between markers D1S2681 and D1S2815. 
A 2567-bp cDNA encoding a hypothetical protein of unknown function was 
mapped to this genomic region, and the genomic sequence reveals a gene of 
at least 38,844 bp encompassing at least 16 exons . The genes, proteins, 
and other biol. materials provided are envisioned for use in diagnostic 
and therapeutic methods related to absorptive hypercalciuria and 
osteoporosis with hypercalciuria. 

1999 : 819532 HCAPLUS 
132:74536 

Absorptive hypercalciuria locus on human 
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AB 



one 



IH. 



Idiopathic hypercalciuria (IH) is the most common risk 

factor for kidney^^ones and often has a genetic component . Dent 1 s 

disease (X-linked^Bphrolithiasis ) is assocd. with^fctations in the CLCN5 

chloride channel glne, and low mol. wt. { LMW) prote^uria was universally 

obsd. in affected males. The authors sought to identify mutations in 

CLCN5 or abnormalities in LMW protein excretion in a large group of 

patients with IH and in a rat model of genetic hypercalciuria. 

One hundred and seven patients with IH (82 adults and 25 children) and 

asymptomatic hypercalciuric man with a known inactivating mutation 
in CLCN5 were studied. Secondary causes of hypercalciuria were 
excluded in all. The excretion of retinol-binding protein and 
.beta.2-microglobulin was measured by immunoassay in 101 patients with 



Mutation anal, of the CLCN5 gene was performed in 32 patients with 
IH and in the genetic hypercalciuric stone-forming (GHS) rat strain, 
protein excretion was normal in 92 patients with IH, and only slight 
abnormalities were found in the other nine, none of whom had a 
mutation in CLCN5 . One 27-yr-old man who had a CLCN5 
mutation was found to have isolated hypercalciuria 

without LMW proteinuria, renal failure, or other evidence of renal 
disease. Mutation anal, was normal in 32 patients with IH. The 
CLCN5 sequence was normal in the GHS rat. Thus, inactivation of CLCN5 



LMW 



can 



be found in the setting of hypercalciuria without other features 
of X-linked nephrolithiasis. However, mutations in CLCN5 do not 
represent 

IH. 
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L15 ANSWER 2 OF 8 HCAPLUS COPYRIGHT 2000 ACS 
TI Channelopathies of inwardly rectifying potassium channels 
AB A review, with 104 refs. Mutations in genes encoding ion channels have 
increasingly been identified to cause disease conditions collectively 
termed channelopathies. Recognizing the mol. basis of an ion channel 
disease has provided new opportunities for screening, early 
diagnosis, and therapy of such conditions. This synopsis provides an 
overview of progress in the identification of mol. defects in inwardly 
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rectifying potassium (Kir) channels. Structurally and functionally 
distinct from othej^channel families, Kir channels are ubiquitously 
expressed and ser^Bf unctions as diverse as regula^^n of resting 
membrane 

potential, maintenance of K+ homeostasis, control of heart rate, and 
hormone secretion. In humans, persistent hyperinsulinemic hypoglycemia 



of 
and 



infancy, a disorder affecting the function of pancreatic .beta, cells, 

Bartter's syndrome, characterized by hypokalemic alkalosis, 
hypercalciuria, increased serum aldosterone, and plasma renin 
activity, are the two major diseases linked so far to mutations in a Kir 
channel or assocd. protein. In addn., the weaver phenotype, a neurol . 
disorder in mice, has also been assocd. with mutations in a Kir channel 
subtype. Further genetic linkage anal, and full understanding of the 
consequence that a defect in a Kir channel would have on disease 
pathogenesis are among the priorities in this emerging field of mol . 
medicine . 
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TI Functional characterization of renal chloride channel, CLCN5, mutations 
associated with Dent's Japan disease 

AB The annual urinary screening of Japanese children above three 

years of age has identified a progressive renal tubular disorder 
characterized by low mol. wt. proteinuria, hypercalciuria and 
nephrocalcinosis, and this represents a variant of Dent's disease. 
Hitherto, 12 mutations of the X-linked renal specific chloride channel, 
CLCN5, have been reported in the Dent'sJapan variant. To further 

identify 

such CLCN5 mutations and to define the structure-function relationships 

of 

this channel, we have investigated five unrelated, non-consanguineous 
Japanese families with this disorder. Leukocyte DNA from probands was 
used with CLCN5 primers for PCR amplification of the coding region, and 
the DNA sequences of the products detd. Functional studies were 
performed 
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by expressing the mutants in Xenopus oocytes. Five CLCN5 mutations 
consisting of two^onsense (R648X and R704X) , two missense (S270R and 
L278F) and one ac^^tor splice site mutation (ag . dj^rw. eg) in 
intron 4 were ide^K.fied. The missense and splice^Kte mutations 
represent novel abnormalities. Heterologous expression in Xenopus 
oocytes 

of wild-type and the missense mutants demonstrated that the mutations, 
which were translated, either abolished or markedly reduced chloride 
conductance. These results expand the spectrum of CLCN5 mutations 
assocd. 

with this renal disorder and provide insight into possible 
structure-function relationships. For example, both the missense 
mutations are located within a short putative loop between two 
transmembrane domains, and our results suggest that this region may have 
an important functional role in the regulation of channel activity. 
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TI Recurrent T354P mutation of the Na+/I symporter in patients with 
iodide transport defect 

AB Iodide transport defect (ITD) is a rare disorder causing congenital 

hypothyroidism. The authors previously reported that homozygous T354P 
mutation in the sodium/iodide symporter (NIS) gene caused ITD. To 
clarify the prevalence of this mutation, artificial substitution 
introducing PCR followed by restriction enzyme anal, was developed as a 
rapid screening method to detect the T354P mutation. 
Three apparently unrelated families with ITD, one patient with low 

thyroid 

99mTc pertechnetate (99mTc04-) uptake and 52 healthy controls (104 
alleles) were analyzed for this mutation. All families with ITD 
harbored the mutation, suggesting that T354P is a recurrent 
mutation and a major cause of ITD. This was not a widespread 
mutation, because it was not detected in the 52 unrelated normal 
controls. Because two cases with homozygous T354P mutation 
developed multinodular goiters within their second decade of life though 
they had been maintained in euthyroid state, homozygous T354P 
mutation alone and/or low intrathyroidal iodide and high serum TSH 
level in early life might account for tumorigenesis . The patient with 

low 
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thyroidal 99mTc04- uptake did not harbor the T354P mutation. 
Because familial l^pocalciuric hypercalcemia was a,Ls o present in this 
family, a possib^Bdy of the combined abnormality^^ TSH receptor and 
calcium f unctions^which includes an abnormality a^Rind the G protein, 



may 

be examd. further. 
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X-linked hypercalciuric nephrolithiasis: clinical syndromes and chloride 
channel mutations 

A review with 82 refs. Topics include: Syndromes of X-linked 
hypercalciuric nephrolithiasis (X-linked recessive nephrolithiasis, 
s 

disease, X-linked recessive hypophosphatemic rickets, low-mol.-wt. 
proteinuria with hypercalciuria and nephrocalcinosis ) ; Common 
clin. features of the X-linked hypercalciuric nephrolithiasis syndromes 
(proteinuria, hypercalciuria, factors contributing to stone 
risk, other defects of proximal tubular function, defective 
urinary concn. and acidification, renal failure, rickets/osteomalacia ) ; 
Positional cloning of the gene CLCN5; CLCN5 mutations in X-linked 
hypercalciuric nephrolithiasis; Structure of CLC chloride channels and 
function of CLC-5; Physiol, of CLC-5 and possible pathophysiol . of 
X-linked hypercalciuric nephrolithiasis; Genetics of idiopathic 
hypercalciuria; and Treatment options in X-linked hypercalciuric 
nephrolithiasis . 
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X-linked hypercalciuric nephrolithiasis: clinical 
syndromes and chloride channel mutations 
Scheinman, Steven J. 

Department of Medicine, SUNY Health Science Center, 
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Mutations of CLCN5 in Japanese children with idiopathic low molecular 

weight proteinuria, hypercalciuria and nephrocalcinosis 

The annual urinary screening of Japanese children above three 

years of age has identified a progressive renal tubular disorder 

characterized by low mol . wt . proteinuria, hypercalciuria and 

nephrocalcinosis. The disorder has been obsd. in over 60 patients and 

a familial predisposition. Mutations of a renal chloride channel gene, 
CLCN5, have been reported in four such families, and we have undertaken 
studies in addnl . patients from 10 unrelated, non-consanguineous Japanese 
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families to further characterize such CLCN5 mutations and to ascertain 
their prevalence .^j^LCNS abnormalities were identi^^d in 7 of the 10 
unrelated patient^^nd consisted of 5 mutations (2^^«isense, 1 frameshift 
and 2 missense), 1 deletion and 1 silent polymorph^Krt. A clustering of 
these mutations in CLCN5 exons 8 and 10 was obsd. Over 80% of the CLCN5 
mutations could be readily detected by single stranded conformational 
polymorphism (SSCP) anal., thereby providing a useful mutation 
screening method. Our results, which indicate that over 7 0% of 
Japanese patients with this renal tubulopathy have CLCN5 mutations, will 
help in the genetic and clin. evaluation of children at risk 
from this disorder. 

1997 : 677523 HCAPLUS 
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fdiopathiclo w molecular wei gh t proteinu ria, 
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TI Idiopathic low molecular weight proteinuria associated with 
hypercalciuric 

nephrocalcinosis in Japanese children is due to mutations of the renal 
chloride channel (CLCN5) 

AB The annual urinary screening of Japanese children above 3 yr of 
age has identified a progressive proximal renal tubular disorder 
characterized by low-mol.-wt. proteinuria, hypercalciuria, and 
nephrocalcinosis. The disorder, which has a familial predisposition and 
occurs predominantly in males, has similarities to three X-linked 

proximal 

renal tubular disorders that are due to mutations in the renal chloride 
channel gene, CLCN5 . Four unrelated Japanese kindreds with this 
tubulopathy were investigated and 4 different CLCN5 mutations (two 
nonsense, one missense, and one frameshift) were identified. These are 
predicted to leads to a loss of chloride channel function, and 
heterologous expression of the missense CLCN5 mutation in 
Xenopus oocytes demonstrated a 70% redn. in channel activity when 
compared 

with the wild-type. In addn., single-stranded conformation polymorphism 
(SSCP) anal, was a sensitive and specific mutational screening 
method that detected >75% of CLCN5 mutations. Thus, these results expand 
the spectrum of clin. phenotypes assocd. with CLCN5 mutations to include 
this proximal renal tubular disorder of Japanese children. In addn., the 
mutational screening of CLCN5 by SSCP will help to supplement 
the clin. evaluation of the annual urinary screening program for 
this disorder. 
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126:249823 
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TI Mutations in the Ca2+-sensing receptor gene cause autosomal dominant and 

sporadic hypoparathyroidism 
AB Parathyroid hormone secretion is neg. regulated by a 7-transmembrane 

domain, G-protein coupled Ca2+-sensing receptor. The authors 
hypothesized 

that activating mutations in this receptor might cause autosomal dominant 
hypoparathyroidism (ADHP) . Consistent with this hypothesis, the authors 
identified, in two families with ADHP, heterozygous missense mutations in 
the Ca2+-sensing receptor gene that co-segregated with the disorder. 



None 



of 50 normal controls had either mutation. The authors also 
identified a de novo, missense Ca2+- sensing receptor mutation in 
a child with severe sporadic hypoparathyroidism. The amino acid 
substitution in one ADHP family affected the N-terminal, extracellular 
domain of the receptor. The other mutations involved the transmembrane 
region. Unlike patients with acquired hypoparathyroidism, patients with 
these mutations had hypercalciuria even at low serum calcium 
conens. Their greater hypercalciuria presumably reflected 
activation of Ca2+-sensing receptors in kidney cells, where the receptor 
neg. regulates calcium resorption. This augmented hypercalciuria 
increases the risk of renal complications and thus has 
implications for the choice of therapy. 
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TI Calcium receptor-active molecules 

AB The present invention relates to the different roles inorganic ion 

receptors have in cellular and body processes. The present invention 
features: (1) molecules which can modulate one or more inorganic ion 
receptor activities, preferably the molecule can mimic or block an 
effect of an extracellular ion on a cell having an inorganic ion 
receptor, more preferably the extracellular ion is Ca.sup.2+ and the 
effect is on a cell having a calcium receptor; (2) inorganic ion 
receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (3) nucleic acids encoding inorganic 

ion 

receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (4) antibodies and fragments thereof, 
targeted to inorganic ion receptor proteins, preferably calcium 
receptor 

protein; and (5) uses of such molecules, proteins, nucleic acids and 
antibodies . 
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TI Calcium receptor-active molecules 

AB The present invention relates to the different roles inorganic ion 

receptors have in cellular and body processes. The present invention 
features: (1) molecules which can modulate one or more inorganic ion 
receptor activities, preferably the molecule can mimic or block an 
effect of an extracellular ion on a cell having an inorganic ion 
receptor, more preferably the extracellular ion is Ca.sup.2+ and the 
effect is on a cell having a calcium receptor; (2) inorganic ion 
receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (3) nucleic acids encoding inorganic 

ion 

receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (4) antibodies and fragments thereof, 
targeted to inorganic ion receptor proteins, preferably calcium 
receptor 

protein; and (5) uses of such molecules, proteins, nucleic acids and 
antibodies . 
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Calcium receptor-active molecules 

The present invention relates to the different roles inorganic ion 
receptors have in cellular and body processes. The present invention 
features: (1) molecules which can modulate one or more inorganic ion 
receptor activities, preferably the molecule can mimic or block an 
effect of an extracellular ion on a cell having an inorganic ion 
receptor, more preferably the extracellular ion is Ca.sup.2+ and the 
effect is on a cell having a calcium receptor; (2) inorganic ion 
receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (3) nucleic acids encoding inorganic 



receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (4) antibodies and fragments thereof, 
targeted to inorganic ion receptor proteins, preferably calcium 
receptor 

protein; and (5) uses of such molecules, proteins, nucleic acids and 
antibodies . 
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TI Method of screening calcium receptor-active molecules 

AB The present invention relates to the different roles inorganic ion 

receptors have in cellular and body processes. The present invention 
features: (1) molecules which can modulate one or more inorganic ion 
receptor activities, preferably the molecule can mimic or block an 
effect of an extracellular ion on a cell having an inorganic ion 
receptor, more preferably the extracellular ion is Ca.sup.2+ and the 
effect is on a cell having a calcium receptor; (2) inorganic ion 
receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (3) nucleic acids encoding inorganic 

ion 

receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (4) antibodies and fragments thereof, 
targeted to inorganic ion receptor proteins, preferably calcium 
receptor 

protein; and (5) uses of such molecules, proteins, nucleic acids and 
antibodies . 
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TI Calcium receptor-active molecules 

AB The present invention features calcium receptor polypeptides and 

fragments thereof. Uses of a calcium receptor polypeptide include 
providing a polypeptide having the activity of a calcium receptor 
polypeptide. Calcium receptor polypeptide fragments can be used, for 
example, to generate antibodies to a calcium receptor polypeptide. 
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Calcium receptor-active molecules 

The present invention relates to the different roles inorganic ion 
receptors have in cellular and body processes. The present invention 
features: (1) molecules which can modulate one or more inorganic ion 
receptor activities, preferably the molecule can mimic or block an 
effect of an extracellular ion on a cell having an inorganic ion 
receptor, more preferably the extracellular ion is Ca.sup.2+ and the 
effect is on a cell having a calcium receptor; (2) inorganic ion 
receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (3) nucleic acids encoding inorganic 



receptor proteins and fragments thereof, preferably calcium receptor 
proteins and fragments thereof; (4) antibodies and fragments thereof, 
targeted to inorganic ion receptor proteins, preferably calcium 
receptor 

protein; and (5) uses of such molecules, proteins, nucleic acids and 
antibodies . 
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=> s 120 and (risk or risk assessment or screening or detection?) 
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=> d 122 ti abs ibib tot 
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TI Review of risk factors for osteoporosis with particular 

reference to a possible aetiological role of dietary salt. 
AN 522383 FROSTI 

AB The published literature was reviewed to establish whether excessive 
salt 

intake was an important risk factor for the development of 
osteoporosis and whether an intervention strategy based on salt 
restriction would be beneficial in the prevention of osteoporosis. 
Genetic factors appear to be far more important than nutritional, 
hormonal, environmental and lifestyle factors in the pathogenesis of 
osteoporosis. Preventive measures should be aimed at maximizing bone 

mass 

at skeletal maturity and retarding bone loss thereafter, possibly by 
increased intakes of potassium, magnesium, zinc, vitamin C, fibre and 
alkaline-producing fruit and vegetables. High salt intakes may lead to 
higher urinary calcium output in a minority of humans, but calcium 
homeostasis is normally well regulated so that increased sodium intake 
neither exerts a consistent effect on bone health nor leads to 
irreversible changes in bone modelling. The authors conclude that there 
is no sound evidence that consumption of salt at the present average 
level of 9 g/day constitutes a risk to osteoporosis for the 
generally healthy person, and that a reduction of salt intake to 6 g/day 
would not be beneficial as an intervention measure in. the prevention of 
osteoporosis (although excessively high levels of dietary salt should be 
avoided by persons with raised blood pressure or a limited range of 
genetic disorders) . More research is recommended to assess the long-term 
effects of various nutrients (including sodium) on bone health at 
current 

and reduced intake levels, and to determine whether subpopulations exist 
in which adaptation to sodium-induced hypercalciuria may be 
compromised. 

TITLE: Review of risk factors for osteoporosis with 

particular reference to a possible aetiological role 
of dietary salt. 

AUTHOR: Cohen A.J. ; Ro F.J.C. 

SOURCE: Food and Chemical Toxicology, 2000, (February-March), 

38 (2-3), 237-253 (123 ref.) 
ISSN: 0278-6915 
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TI Dietary salt, urinary calcium, and kidney stone risk. 

AN 383938 FROSTI 

AB This brief review discusses the recent re-evaluation of the role that a 
reduced-salt diet may have in the pathogenesis of calcium renal stones. 
Both salt-loading studies and reports of free-living populations find 
that an increase of 2300 mg of dietary sodium results in an increase in 
urinary excretion of approximately 40 mg of calcium. Patients with 
hypercalciuria may benefit from a reduction in salt intake to no 

more than 100 mmol/day, but it is still not clear whether a low-salt 

diet 

can prevent calcium stone formation, 
TITLE : Dietary salt, urinary calcium, and kidney stone 

risk. 

AUTHOR: Massey L.K.; Whiting S.J. 

SOURCE: Nutrition Reviews, 1995, 53 (5), 131-134 (31 ref.) 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
SUMMARY LANGUAGE: English 
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TI Dietary hypercalciuria in patients with calcium oxalate kidney 

stones . 
AN 356265 FROSTI 

AB Kidney stones (nephrolithiasis), composed of calcium oxalate, affect a 
significant number of the American population. Hypercalciuria 
(high excretion of calcium in the urine), is known to be a risk 
factor for developing kidney stones. This work studied patients with 
calcium oxalate kidney stones to investigate the effect of diet (such as 
sodium, calcium and phosphorus intakes) on hypercalciuria and 
increasing the risk of kidney stones. Of the 282 patients with 
kidney stones, 124 were found to be hypercalciuric on their usual diet 

or 

on a high calcium-defined diet. Of the hypercalciuric patients, many 
excreted more calcium on the free diet than on the calcium diet, 
suggesting that part of their usual diet was contributing to the 
hypercalciuria. Further analysis suggested that dietary sodium, 

calcium, phosphorus and, to a lesser extent, carbohydrate and protein 
contributed to calcium excretion. The authors concluded that diet, 
especially a high sodium intake, might contribute to 
hypercalciuria in patients with kidney stones. 
TITLE: Dietary hypercalciuria in patients with 

calcium oxalate kidney stones. 
AUTHOR: Burtis W.J.; Gay L. ; Insogna K.L.; Ellison A.; 

Broadus 

A.E. 

SOURCE: American Journal of Clinical Nutrition, 1994, 60 (3), 

424-429 (31 ref. ) 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
SUMMARY LANGUAGE: English 
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TI Review of risk factors for osteoporosis with 

particular referej^re to a possible aetiological ro^^of dietary salt. 
AN 522383 FROSTI 

AB The published literature was reviewed to establish whether excessive 



salt 



on 



intake was an important risk factor for the 

development of osteoporosis and whether an intervention strategy based 



salt restriction would be beneficial in the prevention of osteoporosis. 
Genetic factors appear to be far more important than nutritional, 
hormonal, environmental and lifestyle factors in the pathogenesis of 
osteoporosis. Preventive measures should be aimed at maximizing bone 

mass 

at skeletal maturity and retarding bone loss thereafter, possibly by 
increased intakes of potassium, magnesium, zinc, vitamin C, fibre and 
alkaline-producing fruit and vegetables. High salt intakes may lead to 
higher urinary calcium output in a minority of humans, but calcium 
homeostasis is normally well regulated so that increased sodium intake 
neither exerts a consistent effect on bone health nor leads to 
irreversible changes in bone modelling. The authors conclude that there 
is no sound evidence that consumption of salt at the present average 
level of 9 g/day constitutes a risk to osteoporosis for the generally 
healthy person, and that a reduction of salt intake to 6 g/day would not 
be beneficial as an intervention measure in the prevention of 
osteoporosis (although excessively high levels of dietary salt should be 
avoided by persons with raised blood pressure or a limited range of 
genetic disorders) . More research is recommended to assess the long-term 
effects of various nutrients (including sodium) on bone health at 
current 

and reduced intake levels, and to determine whether subpopulations exist 
in which adaptation to sodium-induced hypercalciuria may be 
compromised. 

TITLE: Review of risk factors for 

osteoporosis with particular reference to a possible 
aetiological role of dietary salt. 

AUTHOR: Cohen A.J. ; Ro F.J.C. 

SOURCE: Food and Chemical Toxicology, 2000, (February-March), 

38 (2-3), 237-253 (123 ref.) 

ISSN: 0278-6915 
DOCUMENT TYPE: > Journal 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

L23 ANSWER 2 OF 2 FROSTI COPYRIGHT 2000 LFRA 

TI Dietary hypercalciuria in patients with calcium oxalate kidney 

stones . 
AN 356265 FROSTI 

AB Kidney stones (nephrolithiasis), composed of calcium oxalate, affect a 
significant number of the American population. Hypercalciuria 
(high excretion of calcium in the urine), is known to be a risk 
factor for developing kidney stones. This work studied patients 

with calcium oxalate kidney stones to investigate the effect of diet 
(such as sodium, calcium and phosphorus intakes) on 
hypercalciuria and increasing the risk of kidney stones. Of the 

282 patients with kidney stones, 124 were found to be hypercalciuric on 
their usual diet or on a high calcium-defined diet. Of the 
hypercalciuric 

patients, many excreted more calcium on the free diet than on the 
calcium 

diet, suggesting that part of their usual diet was contributing to the 
hypercalciuria. Further analysis suggested that dietary sodium, 

calcium, phosphorus and, to a lesser extent, carbohydrate and protein 
contributed to calcium excretion. The authors concluded that diet, 
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especially a high sodium intake, might contribute to 
hypercalciuria in p^ients with kidney stones 
TITLE : ^B)ietarv hvoercalciuria in Datit^B; with 



AUTHOR : 
Broadus 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
SUMMARY LANGUAGE: 
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^B)ietary hypercalciuria in pati^^fcj 

calcium oxalate kidney stones. 

Burtis W.J.; Gay L.; Insogna K.L.; Ellison A. ; 



A.E. 

American Journal of Clinical Nutrition, 1994, 60 (3), 

424-429 (31 ref.) 

Journal 

English 

English 
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=> s 124 and (risk or risk assessment or screening or detection?) 
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TI Novel genomic region useful in screening for absorptive 

hypercalciuria or osteoporosis with hypercalciuria.^^ 
AN 2000-116959 [10] ^JlDS 

AB WO 9967426 A UPAB: 20000228 ^ 
NOVELTY - A method for screening for an increased risk 
of hypercalciuria/ comprising obtaining a sample nucleic acid 
from a subject, and analyzing it to detect the presence or absence of a 
genetic mutation in genomic region associated with an increased 
risk of developing hypercalciuria, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a method of treating hypercalciuria/ comprising 
screening for an increased risk of 

hypercalciuria using a sample nucleic acid from a patient, 
detecting the increased risk of hypercalciuria and 
treating the patient with an increased risk of 
hypercalciuria; and 

(2) a method for familial screening for an increased 
risk of absorptive hypercalciuria or osteoporosis with 
hypercalciuria/ comprising obtaining a sample nucleic acid from a 
patient, and analyzing the sample nucleic acid to detect the presence of 

a 

marker known to be linked genetically to a region of human chromosomel, 
where the region is associated with an increased risk of 
developing absorptive hypercalciuria. 

ACTIVITY - Osteopathic; anticalciuric; 

MECHANISM OF ACTION - None given 

USE - Identification of the genomic region allows screening 
for an increased risk of developing absorptive 
hypercalciuria or osteoporosis with hypercalciuria, by 

analyzing a nucleic acid sample from a subject (claimed) and detecting a 
genetic mutation in the region (claimed) . Absorptive 
hypercalciuria causes stone formation in approximately half of 
reported cases of the common clinical disorder nephrolithiasis, and is 
frequently accompanied by osteoporosis with hypercalciuria; the 
region is therefore useful to screen for osteoporosis with 
hypercalciuria, including ideopathic osteoporosis with 
hypercalciuria and postmenopausal osteoporosis with 
hypercalciuria (claimed) . Such screening allows patients 
at risk of the above conditions to identified and treated 
(claimed), e.g. by known therapies or dietary or fluid regimes, 
optionally 

combined with treatment to prevent stone formation (claimed) . Familial 
screening for an increased risk of absorptive 
hypercalciuria or osteoporosis with hypercalciuria may 

also be possible using the identified region, by analyzing nucleic acid 
samples for a marker known to be linked genetically to the region 
(claimed) . Identification of the region allows polynucleotides and 
encoded 

polypeptides associated with absorptive hypercalciuria or 
osteoporosis with hypercalciuria to be identified, useful e.g. 
therapeutically to treat conditions as above, diagnostically and to 
identify polypeptide modulators etc. 

ADVANTAGE - Identification of the region allows a straightforward 
genetic test to be used to diagnose absorptive hypercalciuria 
and/or osteoporosis with hypercalciuria, eliminating the 

complications of extended blood and urine testing and patient compliance 
with a defined diet necessary in previous screening methods. 
Dwg. 0/2 
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Inhibiting hyper-prolif erative prostatic cancer or hyperplasia - and 
promoting cell differentiation by administering hydroxy vitamin D 
derivatives, optionally with another anticancer agent e.g. cisplatin. 
1998-347379 [30] WPIDS 

1990-083366 [11]; 1992-132038 [16]; 1996-476702 [47]; 1997-051865 [05]; 
1997-051866 [05]; 1999-152844 [13] 
US 5763429 A UPAB: 20001001 

Inhibition of hyperprolif erative activity of human prostatic neoplastic 



hyperplastic cells comprises treating the cells with a 1 alpha 
-hydroxyvitamin D compound (I) having a hydrocarbon moiety substituted at 
C-24. 

USE - (I) are used for the treatment of prostatic cancer or 
hyperplasia by inhibiting hyperprolif erative activity and enhancing 
differentiation in prostatic cells. (I) decrease or stabilise the 
cellular 

abnormal proliferative activity of the cancer (all claimed) . 

ADVANTAGE - (I) or their in vivo metabolites have a vitamin D 
receptor binding affinity and promotion of cell differentiation 
equivalent 

to that of 1- alpha , 25-dihydroxyvitamin D3 (II) but the risk of 

inducing dose-limiting hypercalcaemia and hypercalciuria is 

reduced. 
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TI Topical compsn. f^Bdisorders due to decreased cal^Bm transport - contg. 

vitamin-D2 or -D3 active cpds. or provitamin ( s) . 
AN 1980-82501C [46] WPIDS 
AB US 4230701 A UPAB: 19930902 

Pharmaceutical compsn. comprises a topical carrier together with a 
vitamin 

D2 or D3 active material of formula (I) or a provitamin of formula (II) 



or 



to 



(III) . In the formulae Z is CHMe-CHA-CHB-CHR2-CMeR4-CH2R3; R is CH2= or 
Me; R2 is H, OH or Me; R1R3 and R4 are H, OH or halogen; and A and B are 

or A+B form a double bond; provided that >=1 of R1-R4 is OH, and when A+B 
form a double bond, R2 is Me. 

Compsns . are useful for treating disorders due to decreased Ca 
transport. The skin acts as a transport medium for (I) -(III), so that 
they enter the blood stream in a slow and controlled manner in contrast 

oral or parenteral admin. One topical appln. can last for >=2 weeks and 
risk of hypercalcemia and hypercalciuria is avoided as 
there is no rapid rise in serum Ca levels. 
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PREPARATION FOR PREVENTING AND TREATING ABSORPTION BONE DISEASE 
1996-301783 JAPIO 

PURPOSE: To obtain a safe preparation containing thrombomodulin as an 
active ingredient, acting on bone cells, effective for the absorption 



diseases such as hyper calciuria caused by osteoporosis, myeloma 
and lymphoma, and little in side effects. 

CONSTITUTION: This preparation for preventing and treating the absorption 
bone diseases contains thrombomodulin (hereinafter referred to TM) as an 
active ingredient. The TM is preferably a soluble TM originated from a 
natural human urine or a human soluble TM synthesized by a genetic 
recombination method. The objective preparation is preferably 
administered 

at a daily does of 0 . 1-100 . mu . mg/kg as the amount of the TM protein. The 
preparation can continuously be administered by retaining the preparation 
in a living body in the form of an imbedding medicine or an osmotic 
pressure pump in which the preparation is sealed. The human 
urine-originated soluble TM is obtained e.g. by filtering a raw urine 

with 

acrylic fibers to adsorb off urokinase in the urine on the fibers, 
desalting and concentrating the passed urine with an ultrafiltration 
membrane, and subsequently successively purifying the product with a DEAE 
cellulose column, a DIP-thrombine-agaro-chromatography, etc. 
ACCESSION NUMBER: 1996-301783 JAPIO 
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L2 6 ANSWER 2 OF 9 JAPIO COPYRIGHT 2 000 JPO 

TI NEW PHOSPHORIC ACID DERIVATIVE, ITS PRODUCTION AND MEDICINAL COMPOSITION 

CONTAINING THE SAME 
AN 1996-225586 JAPIO 

AB PURPOSE: To provide a specific new phosphoric acid derivative containing 
a 
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benzazepine ring, etc., having an inhibiting action against neutral 
endopeptidase anc^^ngioensin transferase activit, useful for 

preventing and t^Jbing hypertension, cardiac faiJ^^, angina pectoris, 
etc . 

CONSTITUTION: The new phosphoric acid derivative is represented by 
formula 

I (R is a lower alkyl, an ar (lower) alkyl, hydroxyl group; A is a single 
bond, an lower alkylene, an alkylenecarbonyl, an amino acid residue, a 
methyleneamino acid residue, etc.; m is 0, 1; p is 0, 1; q is 1, 2; 
p+q=2), has an inhibiting activity against neutral endopeptidases and 
angiotensin transferases, and is useful as an agent for preventing and 
treating hyper tension, cardiac failure, renal failure, 
hyperandrostronemia, hypercalciuria, hyperleninemia, etc. The 
compound is obtained by deesterif ying an ester derivative of formula II 
(Rl is a lower alkyl, an ar (lower ) alkyl; R2a, R2b are each H, an lower 
alkyl, an ar (lower) alkyl) by a catalytical hydrogenation reaction in the 
presence of a Pd catalyst. 
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L26 ANSWER 3 OF 9 JAPIO COPYRIGHT 2000 JPO 
TI NEW MERCAPTO-AMIDO DERIVATIVE 
AN 1996-041015 JAPIO 

AB PURPOSE: To obtain a new mercapto-amido derivative and a salt thereof 
having double inhibitory activity against neutral endopeptidase EC 
3.4.24.11 and angiotensinase, thus useful as a medicine. 
CONSTITUTION: This mercapto-amido derivative (and a salt thereof) is 
expressed by formula I (Rl is a lower alkyl, cyclo (lower) alkyl, aryl or 
heterocycle; R2 is a heterocycle, lower alkyl or H; X is S, -, or lower 
alkylene; Y is -, or lower alkylene; (n) is 0 or 1), e.g. 

N- ( (S) -2-mercaptomethylpentanoyl) -3- (1, 3- benzothiazol-2-yl ) - (S) -alanine. 
The compound of formula I is obtained by reaction between a compound of 
formula II and a compound of formula III. Of the compounds of formula I, 



for 



compound of formula IV is esp. preferable. This new compound is useful 



preventing and treating various cardiovascular disorders such as 
hypertension, heart failure and stenocardia, renal failure, periodic 
edema, hyperaldosteronism, hypercalciuria, etc. 
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ANSWER 4 OF 9 JAPIO COPYRIGHT 2 000 JPO 
PROPIONAMIDE DERIVATIVE 
1993-262709 JAPIO 

PURPOSE: To obtain a new propionamide derivative useful as a therapeutic 
agent and/or preventive for cardiovascular disorder, renal insufficiency, 
periodic edema, hyperaldosteronemia, hypercalciuria, etc., 
having inhibitory action on neutral endopeptidase . 

CONSTITUTION: A compound of formula I (Rl and R3 are ar (lower) alkyl; R2 



carboxy, hydroxyaminocarbonyl or (protected hydroxy) aminocarbonyl; R4 is 
carboxy or protected carboxy; A is lower alkylene or cyclo (lower) 
alkylene) and its salt such as 3- ( ( 2R, 3R) -2 , 3-dibenzyl-3- 
carboxypropionamido) propionic acid ethyl ester. A compound of la (R4a is 
protected carboxyl) is obtained by reacting a compound of formula II with 
a compound of formula III or its salt. The compound has inhibitory action 
on neutral endopeptidase EC3 . 4. 24. 11 and is useful for treating and 
preventing glaucoma, asthma, inflammation, ache, epilepsy, etc . 

ACCESSION NUMBER: 1993-262709 JAPIO 

TITLE: PROPIONAMIDE DERIVATIVE 

INVENTOR: SHIOKAWA YOICHI; TAKIMOTO KOICHI; TAKENAKA KOHEI; 

MITSUNAGA TAKAFUMI 
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L26 ANSWER 5 OF 9 JAPIO COPYRIGHT 2000 JPO 
TI VITAMIN D3 METABOLITE PREPARATION 
AN 1991-058934 JAPIO 

AB PURPOSE: To provide a preparation effective for Ca dysbolisms such as 
hypercalcemia, hypercalciuria and osteoporosis, comprising 
24,25- dihydroxycholecalcif erol and sesame oil. 

CONSTITUTION: 0 . 00001- 1 . Owt . % (preferably 0.001-0.1) of 24,25- 
dihydroxycholecalciferol (24, 25- (OH) 2-D3) is dissolved in sesame oil to 
provide the subject preparation. An oil squeezed from sesame all can be 
used as the sesame oil but an oil having a peroxide value of 0-2.1me/kg 
(preferably 0-1.0me/kg) is especially preferable. The 24, 25- (OH) 2-D3 
includes 24R,25- and 24S, 25- isomers and may be dissolved in the sesame 
oil after dissolved in an organic solvent. The preparation may be 
compounded if necessary with a flavor, aromatic agent, thickener, 
preservative, etc . 
ACCESSION NUMBER: 1991-058934 JAPIO 
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TITLE: 
INVENTOR: 

PATENT ASSIGNEE (S) : 
PATENT INFORMATION: 



VITAMIN D3 METABOLITE PREPARATION 

HIRAI TORU; NIIMURA KOICHI; Y^^TO HIDEYUKI 
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L26 ANSWER 6 OF 9 JAPIO COPYRIGHT 2000 JPO 

TI PEPTIDE RELATING TO PTHRP, PREPARATION AND USE THEREOF 
AN 1990-207099 JAPIO 

AB NEW MATERIAL: A polypeptide represented by formula, etc., not having any 
human parathyroid hormone-relating protein ( PTHrP) activity and having an 
antagonistic activity against the physiological action of the human PTHrP 
or a peptide having the human PTHrP activity. 
USE: A calcium metabolish remedy or a hypercalciuria remedy. 
PREPARATION: For example, a PTHrP gene is divided with a restriction 
enzyme into PTHrP (A) and PTHrP (B), which are synthesized into DNA 
fragments by a phosphoamidite method, respectively, and subsequently 
converted into genes corresponding to partial peptides by a ligation 
reaction. The genes are inserted into cloning vectors, and Escherichia 
coli transformed with the vectors is cultured. Plasmids are extracted 

from 

the train to give pCU-PTHrP(A) and (B) , which are treated with a 
restriction enzyme and combined with expression vectors. Escherichia coli 
is transformed with the treated expression vectors and the transformed 
strain is cultured, followed by providing a polypeptide from the cultured 
product . 
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ANSWER 7 OF 9 JAPIO COPYRIGHT 2000 JPO 
REMEDY AND PREVENTIVE FOR HYPERCALCIURIA 
1987-029526 JAPIO 

PURPOSE: To obtain the titled agent by neutralizing an acidic aqueous 
solution of a phytic acid salt in the presence of a component selected 
from amino acids, peptides and water-soluble proteins, and using the 
resultant precipitate as an active component. 
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CONSTITUTION: An acidic aqueous solution of a phytic acid salt (e.g. a 
double salt of pi^|^Lc acid and a cation composed m^nly of magnesium and 
potassium) is nei^Halized in the presence of one <^^nore components 
selected from amino acids (e.g. glycine, alanine, ^Tline, methionine, 
serine, asparagin, etc.)/ peptides (e.g. glycylglycine, 
glycylglycylglycine, etc.) and water-soluble proteins (e.g. albumin, 
casein, etc.), and the precipitate is used as an active component of the 
objective remedy and preventive for hypercalciuria. It is 
administered in the form of powder, tablet, etc., at a dose of 600-800mg 
in terms of the phytic acid salt orally after meal. 
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L26 ANSWER 8 OF 9 JAPIO COPYRIGHT 2000 JPO 

TI CALCIUM ADJUSTING AGENT CONTAINING 2 5-HYDROXYVITAMIN D3-26,23- 

PEROXYLACTONE AS ACTIVE CONSTITUENT 
AN 1984-065014 JAPIO 

AB NEW MATERIAL: 25-Hydroxyvitamin D3-26, 23-peroxylactone expressed by the 
formula . 

USE: An orally administrable calcium adjusting agent, capable of reducing 
the calcium level in the blood serum, and useful for treating 
hypercalcemia caused by the administration of vitamin D analogs, 
hypercalcemia caused by malignant tumors and hypercalciuria, 
hyperthyroidism and Behcet's disease, etc. 

PREPARATION: min D3 or 25-hydroxyvitamin D3 in an amount within the 
toxically acceptable range is administered to an animal, e.g. domestic 
fowl or pig, etc. by a means, e.g. oral, intravenous or intramuscular 
injection, etc. About 2-50hr after the administration, the compound 
expressed by the formula as a metabolite of the vitamin D3 or 
25-hydroxyvitamin D23 is isolated and extracted from a fat-soluble 
portion 

in the blood serum of the above-mentioned animal by the column 
chromatography, etc . 
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Section: C, Sect. No. 235, Vo^^8, No. 1621, P. 151 
(19840726) 



L26 ANSWER 9 OF 9 JAPIO COPYRIGHT 2000 JPO 

TI CALCIUM ADJUSTING AGENT CONTAINING 25-HYDROXYVITAMIN D3-2 6, 23-LACTONE 
AN 1983-118515 JAPIO 

AB PURPOSE: A calcium adjusting agent, containing 25-hydroxyvitamin 
D3-26,23- 

lactone as an active constituent, having the activity of lowering the 
calcium concentration in the blood serum, and useful for treating 
hypercalcemia, hypercalciuria, etc. 

CONSTITUTION: A calcium adjusting agent containing 25-hydroxyvitamin 
D3-26, 23-lactone as an active constituent. The compound is a compound 
expressed by the formula, and 23 (S) 25 (R) -25-hydroxyvitamin 
D3-26, 23-lactone which is a natural substance is suitable due to the 
preferred physiological activity thereof. The compound is capable of 
reducing the calcium content in the blood serum, and useful for treating 
diseases, e.g. hypercalcemia, hypercalcemia due to malignant, tumor, 
hypercalciuria, hyperf unction of accessory thyroid, Behccet 1 s 
disease, etc., caused by 1 . alpha 25-dihydroxycholecalcif erol, etc. 
administered in treating osteoporosis, osteomalacia, etc. 
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L29 ANSWER 1 OF 17 JICST-EPlus COPYRIGHT 2000 JST 

TI A Case With Hypercalcemic Nephropathy Due to Long-Term Vitamin D And 

Calcium Administration after Total Parathyroidectomy. 
AB A patient with renal injury administrated high-dose active vitamin D and 

calcium for long period of time after total thyro-parathyroidectomy due 

to 

thyroid cancer is reported. The patient was a 51-year-old woman treated 

by 

thyroxin, alfacalcidol 3.0.MU.g/day and calcium after surgery. Her renal 
function deteriorated four years later, to a serum creatinine level of 

1.9 

mg/dl and creatinine clearance to 38.7 ml/min. Tubular injury was 
especially severe, with a Fishberg's test value of 1013 mosm/kg, urine 
,BETA.2microglobulin of 1369 .MU.g/1 and urine NAG/Cr index of 7.24 
U/gvCr. Urine Ca excretion increased to 183 mg/day (hypercalciuria 
). CT reverled a rigt renal calcium stone. The glomeruli were intact 
histologically and tubulointerstitial damage was mainly observed with 
minimal calcification in tubular cells, so-called hypercalcemic 
nephropathy. She was given alfacalcidol 0.5 .MU.g /day orally, which 
maintained low serum calcium levels. Serum creatinine level subsequently 
decreased to 0.9 mg/dl (normal level). For maintenance of serum calcium 
level in non-PTH patients, it is sufficient to administer low-dose 
vitamin 

D. Combination therapy with vitamin D and long-term calcium 
administration 

may present the risk of hypercalcemia and renal dysfunction, 
(author abst . ) 
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TI Antioxidant Status and Urinary Stone Risk Parameters in 
Essential Hypertension. 



Parameters in Essential Hypertension. 
AUTHOR: LATHA E; HAR I PRASAD C; ANBAZHAGAN M 

SUNDARI R; NANDINI S 
SELVAM R 

CORPORATE SOURCE: Srmc And Ri(du), Chennai, Ind 

Madras Univ., Chennai, Ind 

E.s.i. Hospital, Chennai, Ind 
SOURCE: J Clin Biochem Nutr, (1999) vol. 27, no. 1, pp. 49-54. 

Journal Code: X0851A (Tbl. 4, Ref. 37) 

ISSN: 0912-0009 



PUB. COUNTRY: Japan 

DOCUMENT TYPE: Journal; Article 

LANGUAGE: English 

STATUS : New 



L2 9 ANSWER 3 OF 17 JICST-EPlus COPYRIGHT 2000 JST 

TI Mineral metabolism and bone tissue in rats with streptozotocin-induced 
diabetes . 

AB We Investigated mineral homeostasis and bone morphologic changes in rats 
with diabetes mellitus induced by 8-week treatment with streptozotocin 
(STZ-diabetic rats) versus normal rats. STZ-diabetic rats showed necrosis 
of pancreatic . BETA. -cells, persistent hyper-glycemia, and depression of 
weight gain. In chronic phase STZ-diabetic rats, there were moderate 
hypercalcemia and hyperphosphatemia, with marked hypercalciuria 
and hyperphosphaturia . These rats were hypomagnesemic and showed high 
urinary magnesium concentration. Serum zinc level remained unaltered 

while 

urinary zinc excretion was increased. Histrogic examination of the ilium, 
vertebra, femur and tibia revealed anextremely scant stromal ost, 
diminished compact bone and trabeculae, and enlarged marrow cavity in the 
STZ-diabetic rats. The above findings indicate that the metabolic 
abnormalities in STZ-diabetic rats may constitute a risk factor 
for osteoporosis, (author abst.) 
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TI Clinical significance of hypocitraturia in kidney stone patients. 

AB Although a low concentration of urinary citrate is cited as one of the 
risk factors promoting stone formation or recurrence among 
patients with urinary stones, its clinical significance remains obscure. 
We studied 62 kidney stone patients with a low urinary citrate excretion 
(hypocitraturia) of less than 320mg/day, without any apparent cause. The 
incidence of hypocitraturia in 722 kidney stone patients followed up at 
our stone clinic was 14.6%. Among the 62 patients, 37 had an 

uncomplicated 

hypocitraturia as the sole abnormality, while 25 had other associated 



AUTHOR : 



PUB . COUNTRY : 
DOCUMENT TYPE: 
LANGUAGE : 
STATUS : 



CORPORATE SOURCE: 



SOURCE : 



streptozotocin-induced diabetes. 
TERAKI YOSHIMI 
UCHIUMI AKIRA 
Yakushimatokushukaibyoin 

National Inst. Materials and Chemical Res. 

Biomed Res Trace Elem, (1997) vol. 8, no. 3, pp. 209-210. 

Journal Code: L1046A (Fig. 2, Ref. 2) 

ISSN: 0916-717X 

Japan 

Journal; Short Communication 

Japanese 

New 



Page 46 



stone risk factors, including hypercalciuria in 11% 

(7/62), hyperuricemia in 24% (15/ 62), hyperoxaluria in 5% (3/62) and 
hypomagnesuria i^B4% (15/62) . The rate of urinar^^Ptone recurrence was 
38% (14/37) in uncomplicated hypocitraturia, and 5Z% (13/25) in 
complicated hypocitraturia, but no statistical difference was observed. 
Regarding the outcome of stones, more stones were managed with 
lithotripsy 

and more passed spontaneously in the hypocitraturic patients than in the 
control patients with normal urinary citrate excretion. The diagnosis of 
hypocitraturia complicated with additional stone risks urged us to treat 
patients more vigorously with lithotripsy and medication, resulting in a 
prompt cure, (author abst.) 
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ANSWER 5 OF 17 JICST-EPlus COPYRIGHT 2000 JST 
Two cases of idiopathic hypercalciuria. 

Idiopathic hypercalciuria (IH) is defined as an abnormally high 

urine calcium excretion rate without original diseases that cause 

hypercalciuria such as hyperparathyroidism, renal tubular 

acidosis, vitamin D intoxication, or Cushing syndrome. IH is well-known 



one of the causes of urolithiasis in adults. IH has been made much 
account 

of as the cause of hematuria in childhood, since Stapleton and his 

colleague reported hypercalciuria in children with hematuria in 

1984. Two girls who had asymptomatic hematuria were diagnosed as IH by 



the 



measurement of 24-hour urinary calcium excretion after the 
screening of measuring the calcium/creatinine concentration ratio 
in early morning urine. Both cases were judged as absorptive idiopathic 
hypercalciuria by means of calcium-loading test. They were treated 
by only mild restriction of salt or calcium and have had no gross 
hematuria episode after treatment, (author abst.) 
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TI Metabolic Evaluation of Stone Patients Treated by ESWL. 
AB A recurrence rat^^f 40 to 50% in urinary stone di^ase warrants a 
metabolic evalu^Bn of stone patients for stone-^Bming risk 

factors, even in the extracorporeal shock wave lithotripsy (ESWL) era. A 
screening test, including a blood biochemistry test and 24-hour 
urine analysis, for the detection of metabolic abnormalities was 
conducted on 252 stone patients, one day before ESWL treatment, in an 
inpatient setting. Hypercalcemia, hyperuricemia, hypercalciuria 
and hyperuricosuria were found in 9(3.6%), 40(15.9%), 42(16.7%) and 
18(7.1%) patients, respectively. A total of 90 patients (35.7%) had at 
least one of these abnormalities. Primary hyperparathyroidism was 
subsequently disclosed in 2 patients by further examinations. These 
results suggest that a screening test in this manner is 

practical and applicable, even in the ESWL era. A satisfactory metabolic 
evaluation can be achieved in one day which indicates those patients who 
need further evaluation, (author abst.) 
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TI Ultrasonic findings in urogenital system and urinary Ca/Cr ratio in 
children with hematuria. 

AB To evaluate the usefulness of ultrasonogoaphic examination in urogenital 
system and the measurement of urinary concetration of Calcium 
/Creatinine (Ca/Cr) ratio for the screening of urgenital 
pathology, the incidence of positice ultrasonographic findings in 
hematuric childern vs. nonhematuric ( control ) children (N=361 vs. N=532) 
and urinary Ca/Cr ratio in 3 year-old children (N=1023) with or without 
hematuria detected by dipstick paper test at the health check for 3 
year-old children were studied. 1 ) Ultrasonography showed the findings 
indicating urolithiasis in 24 of 361 (6.6%) hematuric children and 4 of 
532 (0.7%) nonhematuric (control) children (highly significant difference 
between two groups) . Other abnormal findings (pelvic or ureteral 

dilataion 

etc.) were detercted in 19 of 361(5.3%) in hematuric children and 17 of 
532(3.2%) nonhematuric (control) children (no significant difference). 2) 
Urinary Ca/Cr ratios in 3 year-old hematuric and nonhematuric (conotrol) 
children reverlaed no significant difference between those two 
groups (0. 10.+-. 0.08 vs. 0 . 11 . +- . 0 . 10) . 3) Incience of 
hypercalciuria (urinary Ca/Cr ratios higher than 0.21) in hematuric 
and nonhematuric children were 4 of 71(5.6%) and 113 of 952(11.9%) (no 
significant difference), (author abst.) 
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TI Bone mineral densitometry by dual photon absorptionetry in patients with 
urolithiasis. On the possibility of the differential diagnosis of 
idiopathic hypercalciuria. 

AB Bobe mineral density (BMD) of the 3rd lumbar spine was measured by dual 
photon absorptiometry (DPA) in 8 patients with primary 
hyperparathyroidism(PHP) and 39 patients with idiopathic 

urolithiasis (IU) . 

Of the patients, 15 were classified into idiopathic hypercalciuria 
(IH) which were further classified into 2 type of IH-renal 
hypercalciuria (RH) and absorptive hypercalciuria (AH) -by 

Ca restriction and load test. BMD of the IH patients tended to be lower 
than patients with normocalciuria, but significantly higher than the PHP 
patients. BMD of the RH patients was significantly lower than the AH 
patients. In conduction, DPA may be a simple method for classifying the 
types of idiopathic hypercalciuria. (author abst.) 
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TI Preparation of a standard diet for out-patients for studies of 
lithogenesis . 

AB With the development of extracorporeal shock wave lithotripsy treatment, 
the duration of hospitalization for stone patients fortunately has become 
shorter. However, a detailed analysis of lithogenesis is not possible 
during such patients 1 short hospital stays. We prepared a standard diet 

to 

De eaten at home for investigation of liGhogenesis at the out-patient 
clinic. This diet was nutritionally well-balanced and contained the 
following: energy : 2000Kcal, total protein : 70-75g, animal protein : 30-35g, 
carbohydrate: 510g, fat and oil:50-60g, calcium: 600-630mg and 
magnesium: 320mg. The urine of 24 male patients with stones on a free diet 
and the same patients after 3 days on the standard diet was analyzed for 
urea-nitrogen, uric acid, sodium, calcium, phosphorus, magnesium, citric 
acid and oxalic acid. The reaults were compared with those in 17 healthy 
male subjects who were eating the standard diet (controls) . It was found 
that 66% of hypercalciuria (>=300mg/day) on a free diet became 
normocalciuria on the standard diet. The hypercalciuria was 
therefore thought to be of dietary origin. Moreover, urinary excretion of 
urea nitrogen, uric acid, sodium and phosphorus by patients remarkably 
decreased after 3 days on the standard diet, which was not different from 
that of controls. These results suggest that the standard diet at home is 
useful in the screening of hypercalciuria and also 
quite adequate for patients with stones, (author abst.) 
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Screening for hypercalciuria . 

Reference values for the urinary calcium/creatinine ratio (Ca/Cr ratio) in 
the first morning urine were established in 361 healthy children aged 5 

15 years, on unrestricted diets. The urinary Ca/Cr ratio in the urine 



arising was independent of sex but dependent upon age. The measurement of 
the urinary Ca/Cr ratio in the urine upon arising while on unrestricted 
diets may be a reasonable screening test for elevated calcium 
excretion. On the basis of the urinary Ca/Cr ratios in the urine upon 
arising during unrestricted diets and the calciuric response to calcium 
restricted diets and the oral calcium loading test, idiopathic 
hypercalciuria (IH) was subclassif ied into three groups: (1) 
absorptive hypercalciuria; (2) renal hypercalciuria; 
(3) dietary hypercalciuria- The pathogenesis of IH is 
controversial. Our data suggest that disordered 1,25 (OH) 2 vitamin D 
metabolism with excessive urinary phosphate excretion occurs in 

absorptive 

hypercalciuria. (author abst.) 
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TI Reference value for urinary calcium excretion in normal children for 
screening of hypercalciuria. 

AB We collected early morning fasting and second void (F) and 

postprandial (Po) urine samples in 1,192 school children and measured 
urinary calcium (Ca ) , phosphrous ( P) , sodium(Na) and creatinine (Cr) to 
assess the normal value of urinary calcium excretion adn the relationship 
between Ca excretion and Na, P excretions in creatinine ratio. The 

results 

were as follows; 1) The FCA/Cr and PoCa/Cr distributions were both 
logarithmic forms. They had good correlation (r=0.755), and their mean 
values decreased by age from 11 year to 14 years old. The distribution 
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pattern of Ca excretion changed to have a peak when 11 years old in the 
unit of mg/g IGF^^) FCa/Cr had good correlation Atoih FNa/Cr (r=0.514 / 
p<0.01) / and wea^^orrelation with FP/Cr ( r=0 . 28")^|<0 . 05 ) . The 

hypercalciuric group (FCa/Cr . GEQ. 0.21) had signif icantily higher FNA/Cr 
value than the normocalciuric group ( FCa/Cr<0 . 21 ) . 3) We had only one 



case 



vs 



that had both hypercaliciuria ( FCa/Cr . GEQ .0.21 or PoCa/Cr . GEQ .0.28) and 
hematuria. But the hypercaliciuric group had many more cases of renal 
stone formation in their family members than normocalciuric group {9.6% 

3.6%) . (author abst . ) 
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Clinical study on 32 patients who underwent parathyroidectomy at Osaka 
cityuniversity hospital. 

We retrospectively reviewed 32 patients who underwent parathyroidetomy at 
our hospital for the last fourteen years. 1) Clinical appearance of 
primary hyperparathyroidism was in younger age in women. 2) In previous 
history or at the time of PTX, 9 patients had malignant tumors including 

thyroid cencers, 36% of the patients with out bone related symptoms had a 
remarkable decrease in bone mineral content. 3) After PTX, none of 
patients had recurrent urolithiasis and bone mineral content of all 
patients was significantly increased in a short time. In addition, upper 
GI complaints were improved, or hypertension was partially normalized. 
However, renal insufficiency remained unchanged. 4) In preoperative 
localization study, Ultrasound sonography (US) demonstrated the best 
accurracy rate of 88% when only one gland was involved. US was able to 
detect multiple gland involvement only in 20% of 5 cases. 5) 
Hypercalciuria was recognized as one of the risk factors 

of stone formation in patients with primary hyperparathyroidism, (author 
abst. ) 
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idiopathic hypercalciuria with asymptomatic 



hematuria . 
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TI Influence of dietary animal protein on renal stone disease. 

AB The effect of dietary protein load on the incidence of nephrolithiasis 

was 

studied in rats and men. Three groups of adult male Wister rats were fed 
with a standard protein diet, a high protein diet, or a low protein diet 
for 4 weeks. In the high protein group, calcium excretion was 
significantly increased and citrate excretion was remarkably decreased. 
This group also exhibited low grade metabolic acidosis due to catabolism 
of excess amino acids, and increases in urinary cyclic AMP excretion and 
bone resorption. These findings indicate that protein-induced 
hypercalciuria is due to low grade metabolic acidosis, which 
directly affects renal handling of calcium. Long-term calcium loss in the 
urine may lead to negative calcium balance and hyperf unction of the 
parathyroid gland may induce bone resorption. The influence of 40g animal 
protein load on urinary risk factors of calcium stone formation 
was investigated in 23 healthy males and 26 patients with 
nephrolithiasis . 

All subjects were given control diets each day containing 60g protein for 
a week and during the next week each received an additional 40g animal 
protein. In the controls, added dietary protein resulted in decreased 
urinary citrate and increased urinary uric acid, with no change in 
urinary 

calcium or cyclic AMP excretion. In contrast, the patients showed 
increased urinary calcium and cyclic AMP as well as decreased urinary 
citrate. Further examination of the patients revealed that the 
significant 

increases of calcium and cyclic AMP excreton occurred only in 
hypercalciuric patients, who seemed to be classified into renal 
hypercalciuria. These results suggest that even 40g animal protein 
affects citrate and uric acid metabolism in normal subjects and patients, 
and affects calcium metabolism in hypercalciuric patients. These findings 
indicate the importance of diet guidance to patients with 
nephrolithiasis, 

with special regard to the correction of excessive animal protein 
intake. (author abst.) 
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TI Idiopathic hypercalciuria in children Part 1. Initial 
screening of idiopathic hypercalciuria with hematuria 
and/or urinary stone. 

AB Reference values were assessed for screening of idiopathic 

hypercalciuria with hematuria and/or urinary stone (Symptomatic 

idiopathic hypercalciuria, SIH) using Ca/Cr ratio of first 

morning urine specimens (UOCa/Cr) . Tentatively, the initial 

screening was performed by demonstrating the average UOCa/Cr of 7 

days to be greater than 0.21. A definitive diagnosis was made to have the 

three conditions of 1) the presence of hematuria and/or urinary stones, 



2) 



urinary Ca/Cr ratio after Ca loading test to be greater than 0.27, and 3) 
resolving hematuria during anticalciuric therapy. A total of 25 patients 
were screened, of which 18 were confirmed as SIH. The others were not 
confirmed and suggested as dietary hypercalciuria by our 
diagnostic oriteria. UOCa/Cr of the the patients with SIH were ranged 

from 

0.21 to 0.50. On the other hand, the average UOCa/Cr of 7 days for 181 
normal children was 0 . 15 . +- . 0 . 08 (mean . +- . 1 SD) . If screening of 
SIH was performed by demonstrating UOCa/Cr to be greater than 0.23 or 
0.31 (which was mean.+-.l SD or mean. +-.2 SD of those of normal children), 
4 or 13 patients with confirmed SIH were excepted. We conclude that our 
criteria of initial screening (UOCa/Cr to be greater than 0.21) 
is reasonable in the evaluation of children with SIH. (author abst.) 
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TI Clinical studies of citrate therapy on urolithiasis. Estimations of 

urinary citrate excretion in patients with urolithiasis and the results 

of 

treatment with sodium-potassium citrate. 
AB 1. Calcium stone formers (male; 170, female; 61) and healthy controls 

(male; 72, female; 37) were examined with respect to urinary citrate and 
several urinary biochemistries. Urinary citrate was determined using an 
enzymatic method which we had reported. The following results were 
obtained: 1) The mean value of urinary citrate excretion was 



Page 53 



383. 9.+-. 156. 5mg/day in male controls, and 452 . 6 . +- . 171 . 4mg/day in female 
controls. In heaJgtfiy controls, urinary citrate in^fcemales was 
significantly h^^Bir than in males (p<0.05). 2) ^J.iale patients with 
calcium urolithiasis urinary citrate was significantly lower than the 
healthy controls. In female patients urinary citrate excretion was 
significantly lower only in the group of recurrent stone formers. 3) 
Hypocitraturia was defined when citrate excretion was under 200mg/day in 
males and under 250mg/day in female. According to this definition, 45 of 
116 male patients (26.5%) and 17 of 61 female patients (27.9%) were 
classified to hypocitraturia. 4) Hypocitraturia was associated with 
hypercalciuria in 12.4 per cent of male stone formers, and in 6.6 
per cent of female stone formers. Both of hypocitraturia and 
hyperoxaluria 

were found in only about 10 per cent of stone formers in both sexes. 

These 

results showed that hypocitraturia itself was one of the serious 
risk factors of stone formation. 5) There were low statistical 
correlation between urinary citrate and urine volume, urinary magnesium, 
uric acid, phosphorus or oxalate. Urinary citrate was correlated with 
urinary calcium only in stone formers and was not correlated with urinary 
pH. (abridged author abst.) 
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TI Idiopathic hypercalciuria in children. Reference values for 
screening. 
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